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(57) Abstract 

A nnethod of antitumor therapy is described in which administration of a chemotherapeutic drug, encapsulated in liposomes, is 
supplemented by administration of an immunostimulating cytokine. The cytokine is preferably also encapsulated in liposomes. In tumor 
models for lung and colon carcinomas, this method produced a significantly greater therapeutic effect, as evidenced by survival rate and 
tumor size, than a combination of the effects produced by the free or liposome-encapsulated components administered individually. 
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Applicant's or agent's file reference 
114901.2 RS 


See Notification of Transmittal of International 
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International filing date (day/month/year) 
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□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



Basis of the report 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 



Certain observations on the international application 
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I. Basis of the report 

1 . This report has been drawn on the basis of {substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1-11 as originally filed 

Claims, No.: 

1 -30 as originally filed 

Drawings, sheets: 

1 /2-2/2 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 
Novelty (N) 

Inventive step (IS) 



Yes: Claims 14-22 

No: Claims 1-13,23-30 

Yes: Claims 

No: Claims 14-22 



Industrial applicability (lA) Yes: Claims 23-30 

No: Claims 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: quesiion wneiner tne 

see separate sheet 
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Reference is made to the following documents: 



D1 = WO 90/13293 
D2 = EP-A-0 546 951 
D3 = WO 91/05546 



5. 



D1 discloses liposomes comprising a cytochalasin (antineoplastic agent) 
optionally in combination with other antineoplastic agents such as doxorubicin 
andlL-2forantitumortherapy(D1:p.l,|.22-35;p.21,l 19-38) Asa 
conse^^^^^^^^ D1 destroys the novelty of independent claims 1 and 23 (article 

As for present claim 14. it is noted that according to D1 . I L-2 administration may 
be separate from cytochalasin administration (D1- p 21 I 1-9) As a 
consequence, the subject-matter of independent claim 14 does not involve an 
.nvent,ve step over D1 (article 33(3) PCT). In this context, it is noted that the 
denvat.on of the liposomal lipids with PEG chains does not appear to cause any 
non-obv,ous technical effects. It is further noted that PEG derivatized liposomes 

7:^2::^:^''''' ^^^-^^ - - -e pnor 

Reference is also made to D2 which discloses a method for treating tumors by 
adm,n.stenng conventional liposomes comprising an antineoplastic agent and a 

CSF or G-CSF (D2: cla.ms; p. 3, I. 47). As a consequence, the only difference 
between D2 and the subject-matter as claimed in claim 14 consists in the fact that 
the liposomes according to the present application contain PEG chains For the 
reasons as outlined in paragraph 3 above, no inventive activity can be ' 
acknowledged for exchanging the lipids of D2 by the PEG derivatized lipids of the 
present application. The requirements of article 33(3) PCT are therefore not met 

The dependent claims do not contain additional technical features which might 
establish novelty and an inventive step over D1 (articles 33(2) and 33(3) PCT). 
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These claims are only allowable in combination with patentable independent 
claims. 



Claims 1-22 relate to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1(iv) PCT., Consequently, no opinion is formulated with 

Zu'Vn T.IT''"'''^' applicability of the subject-matter of these claims (article 
34(4)(a)(i) PCT). 



VIII: 



1 . Contrary to the requirements of Rule 5. 1 (a)(ii) PCT. the relevant background art 
d-sclosed in the documents D1 and D2 is not mentioned in the description, nor are 
these documents identified therein. 

2. Registered trade marks (cf. claims 9. 1 8 and 28) should not show in the claims 
(article 6 PCT). 
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